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B3£-(CB»)»-Z3&*U ; Z3 »#fc77HMl'£» S^D 

7^*-^S, s-n-(ca),-?x3S-oi). , fi&snrv* 




HE-7'. CliTC\ Fig^ BrJf'P, I 

(CT>),-NH>> £-(CHi),-NH-7X«, ih(C&>,-JH/7J?» 
NH&X«**£*£&L,: R4 tt-(CH0»-Z4£3 

fSWSCCi. Wftl&itLT0:mi~6flMBgt^ 
1 - 6 <0ggrc& D : n 0 XtS 1 ££U ; ji.'OmU, 
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* yv&x it v 7 y - a- r $> *> v> j*>fc<7>& : 




R4 |i^-CCH) P -Z^^L; 



1 8 0 1 1 



bQ .„ to 
DO » 00 

Xl|it*iW¥4tS»^KIi, HJS-K Clffll^, Brg,;^ j 

OF,^ NCtfi, Ofc, NH^, CM^ Na g % -OCF^ Cd ~ Ci* )TiV*/l^ 
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;u a * s> jfcX ti ^ > o BrcStfe g *lt ^ T * i y * ? * ~ jv£ L ; 




R4 a*g-CaO P ~Z4£^L; 



(12) #£2 0 0 3-5 1 8 0 1 1 

* .n/g, v -r y - * 7 ju * s y> i* rsa KtR? * ; 




NH *&, Ni** "OCFj^, CCi-C»)7A'*A'3fe. <Ci~ 

XI tt-€-*l?SqW:'i-**frKH4. Fff, Brfc^ % I jr^ 

HDtjS, 0Hg N NH,£, CN^ N,&. -OCF 3 ^ CCx - Cn)7f^JVS, 
CCr~Ciz)7^3^^, S-S-CCi~C6)7^-a/, &-(aH,) p -7$ 
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R4^-(CH,) p -Z4^^L- 
)\>T* JWL&r%J CCi-Ce)7*'*>l'<Ci-Ct)«'^nT**A'<Ci-Ct) 
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OS) ^2 003-5 1 801 1 

- y-^^-y 5 ^-*r?zf ^t?/!^^. 

A- ; Xtt 

a* oum^m t ^ s l# * 3u 

SMC : -?**>*>^ ftMEXM* TMMK ^ » ^fl!» 

x, rv^fa wst&m, m&&$M* ?WlAii, gA&, wfli^JUrt 
mmlk* iSw y ^jvA^^'jt^iis. y/* v y v&i^&tf 
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imim^mmm^m, m^m, fwi^ii 

*:$&W*£fiU **JE«*M, RflRtffeBf 

tarn, mmm. ^ny«©jqnw, rcwiift&igA-attt&sifi 



(20) if§S2 00 3-5 180 1 1 

[0 0 0 1] 
[0 0 0 2] 

v^u^v cssrt ms-ie-r jftft* v Srwnwi-* «fi fc t r&jfc 

T»£&&TJ«$;ltjfcSt#x h?r KT^sCBrazeau P. et al., 
Science , 1973, 179, 77-79) d $f z , y-^ f^^^y UJHrt^ilfijftMfc t 
(Reisine T. et al., Neuroscienoe, 1995 , 67 , 777-790 ; Reisine 
etal., Endocrinology, 3995, 16, 427-442) 0 ^-J ^ o-.-v^'t; J; ?) N 

tf£ 4K# t T v> * c: £ dm $ ft * 
[0 0 0 3] 

7*7- wro#&»»ioflMes)oaia-«sttffiBi**Bt j: ? *-r z>m*<om&* & 

fc&U 4 7V) V * "T" 4 £ f> LTV>£ (Yamada et 

al., Proc. Natl. Acad. Sen. U.S.A., 89 , 251-255, 1992; Raynor, K. et al, 
Mpl. Pharmacol. , j4, 385-392, 1993) 0 ZKb 

«r^i-aiifta_(*aes^!E) 3itf*ji/*yi5H (wwum****?) 



C2X) ^2 003-5 1 8 0 1 1 

^ (dawn phenomenon) ; W&<a#M$»J> ^KM^tel^OWK S£ 

&*3L. fltttftH, I«tt*i£fi8f, *«TIW, x 

[0 0 0 4] 

V? ;f «it£i*^S^»^ (Moreau J. P. et al.. Life 
Science, 1987, 40, 419; Harris A.C. et al., The European Journal of 
Medicine, 1993, 2 , 97-105) $>**fc % ^Jx.(f^g^, Ti#SMI, * 7 

fl^y-f FjefeW, vrr^jg> JtMWJfeftt* v*i;>>~^>, JMfflj&j£. iSK 
>xu v&My tn\s%xy%*EMM. h y ^itma fv / , J • ^ 
yv>»p, crf^ ^iric AmmeKBittttiiL, sita*«c. 

kw**jiu j^«#fcissLfcSU^3M£«»»£;, rabbet 

OTttM** J »IS»3*Hai*«i. fi^tf^ mr»«, 
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T-g&^&m, #*h&j&jwm£, *-i~>imw, mvmmww.m&m, 

[0 0 0 5J 

(Robinson, C, Drugs of the Future, 1594, 19, 992; Reubi, 3,C. et 
al., TIPS, 1395, 16, 110) t^tm&frb* ttft<0tt&%), ^ttfr^V* 

[0 0 0 6] 
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^-(Co ~ C« )7^;^CCO)-NK-CCH ) p -z2x ttTOfe* *IT</>T Ja n T V - )l>% 

Z3 ttCCi- i Cia>7JM i *'&, CCi~Ci*)7;v->--J^ Cc.-Ci^^n 
7jwt-.H'£, ii-Yi-CCH^p^x^-CxDn , S-s-CCi~Ci2)7;v^r;p N 
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HO y * 

X 1 I* 0 *±, _ S fl^ . N.H £ £ L; 

CCi-Ci2)7Ji"1r^7^yi, NfN-y-CCi~Cii>7JV ! ¥^7^ 73 V 

Cc j ~ C c>> ^ u 7 7 s y CCa - C« )7 fl"* j-C«)y^D7)V 
**CCi-.C«)7fl'*^ *SK»*Xtt«*HK7 5 / 7 «; - CCi~ 
C*^7JV <Ci~C«>7JI/$--/l/£, £-N-C(0)0(Q^Q 

**##*Kak tr^-7»;-^7^ : ¥«x -y-7 i ;-^7^^-Jv^sv»tiT 





Xtt**UJU:©fifc£, &$L<i±nW^ FJR-?, Br^ s CF,£, 

k> 2 &, oh^ cwg; ij 3 ^ % -w.jfc cci-CiiJrA^'jt*; Cci~ 

S-O-CCH, ) p -N-y* Kq ~Q )TWf*3j5t Vjfe- CCQ )7WXr-C X * * * #c? * 
^ t> t x mt 3 ft £ &<0 I #X I* * 20t JtT? jg& S *lT v> T *> «fc <o t?* 

Xl fc^fc#a8Et**A&8, HJ^rJ:, Cljjg-j r% pj[*> .?TJB3:, IK*» 
CF 3 ^ NO^, N ,g s -0CF 3 & % Cd-Cx^T***^ 

^-CCH^-NH-CQ^Q}^^ ^-COi i ) e -N-j,- CCq~Q) 7 ^] % *-W) p -7i5* 
q lt 1 ~ 5 l) ; 
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"R'S" v " S • R" s "R >R" "S .S" *#W*??r* 
10 0 0 9] 

*t£ 0 3/*»7***£fcfi, #fcB&Lfcv>Ri}HU I»^3-7W 
S«XJ±*JRT;i'^-ji'3E**ff1-4p r/u^^Sfctt. herons Lfrv*Ei> 

[0 0 1 01 

T;v^^f*^^, 7^3^*>I, /saTJi^jidls AD7Jk3^->|, r^y 

7***26,, /MJ7*2*v£* 75;7KJ^ 7***7 
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% fe''Jv^^ tfD'JjV^ •^•ya-A'i, fr/'J^I, -f 
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R4 #-COU p - Z 4£^ L ; 

L.Z 5. 5 .:: 9.. e ..? c « >:> * n r Mc » ~ c.«.^ a* as v 

xtt*^±<vm&,.mhata m *^ C f,& % 

^ 0», m*, CN£ X -OCF 3 ^ CC-C»>T*+;i*, CCx- 

XI li*;M*#£TSI&<£<cfcjU HJB% 

JA». W 2 £ % CN^ -ocf 3 ^ CCx~C„>T****] 

^-CCK^p-NH-CC.^Q^, S-WU-** KQ-Qfc*** g-COUp^k 



0$> ^2003-5 1 80 1 1 

tt i ; 

[0 0 J 7] 

R 2 a^RS #HJl<*Xtt7JM:-;v£££L ; 

^7 5/IXtt7?y <C±~Ce>7***Cc»~C->^n7Jl'+*CCi~C»> 
7* J *JI'£££L ; 
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R4*K>X 

* ft* -f y * 7* - * XKU wm-j.t,#j L < <iS=fttt£e#* 

*£ttf*T£* 0 
[0 0 2 2] 

> y ***7 * >XM.*-m y 7n ^x^ 75 

fO 0 2 3J 

**n***ft-»-«. tuba***, «fc*-«aDxvav>rvsft* 




Rl. R2, R5, maWnttttKC-tetCDlc^iyiftajfcB-^fl^ 
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So 

[0 0 2 4] 

~ C2S)-2-y = j -3-[C4- 7 i ^ *)-lH-.f ^ ^ y~ >v~2-.f £,] yo/^ jjt-k > 

- C2R)-2-r § j -3- [C4-y x - fl/^-lH-^ 3 V- ;)/-2-^ ^] ■? n /< y ^ > 

- (2S)-2-y * j -3^[C^-7 i ;P)-iHqr 4 )v1 9* V 

- C2R)-2-r ^ y_3-£C4^y ^ - ;p)-1H-^ 5 y&^y V 

-sRs ; 

- C3S) -2-7 3 y -MC4-7 ^ - ;b)-lH-^ 5 y y~ ;v]yu;Oi<^ 

s ja> ; 

[0 0 2 5] 
[0 0 2 6] 

* Sf MTSteJfcM) * ^ A' n a JV f - a K^^fc^Jf^M , > * V > ftfftttf 
mWM&mt&L* mmmn&m^ £tt»X, r^VfiCdawn phenomena) 
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Wi&feflk #K$L« % JT&MU ^^^^"^H^M^WBSiLBg- 

^ ^fclfeW^^ #l6^)ft«1Hi£* S-^Vitft*, £HOT^!K£tt8« ? 
[0 0 2 7] 

<D*&&. tC ® ffl "f 2» £ t &X~ £ £ e 
[0 0 2 8] 



(44) ^200 3-5 1801 1 

7v;v^fg % am 

^> j^^>XJk^^!ft^ P-hJ^x>^JW*>^ s /^g^CpamoeteX vj. 

SISI^lC^L^^^Jgif^MJC^^Ttt, J- Phara. Sci., 66; 1 
(1977)0 "Phannacfiutical salts" £ ^^T^ &<> 

[0029] 

-t^hT/s T>zf*y -Zyi-y^ 4r;vn-7; % > f;Hr)VD-^ N »JI^sK^-v 

^^-j^ji/n-^^ > #y e-jn^uy v^tfvy a* 

10 0 3 0] 
[0 0 3 1] 
[0 0 3 2] 



(45) ^2 0 03-5 180 1 1 

[0 0 3 33 

i) xiiEtw/tio ( i : i) cD^^tt»Tr5yf-t->^A^n^ft$^ e 



C47) f$SS0 03-5 18011 

[0 0 3 4] 
[0 0 3 51 

gfrB<?>x3g-e# ^Mo&jgL r * * , flu* wr * -7* p ^ > 

«*. UTTHF, 7-fe r^f'J JWXttDMF^, #8Xl±feft$£ (# V I- ^#fJ3g 
[0 0 3 6] 

C2S)-2-[(tert-y > * -> g ^ - jyj 7 3 y ) J-3-C4-? j. - >-lH-^ yy- ;t/ - 



Boc-UAsp-OBn C12 g; 37.1 nK>1) * C6.05 g; 0.5ii)^^ 

•7xy >C7.38 g* x ^*>*M*EMFt»»Lfc*«25 a! * ft**:. &£-®£T 




(48) <Hr§2 0 0 3 -51801 1 

l>?gt&Lfc<, *V>T\ ftfcit*:«£**ft20ticu JjcifeU MMQ. &®m 

«r«atftpHs^ $ -egfej£ l, <b *t * S -eft 

M^CH, 400 MHz, aX1 } ) : 7. 64-7.140n. UH, #§£H); 5.95<d, 1H, NHBoc); 
5.21-5.13CAB, 2H, OCHPh, J AB =12 Hz); 4.73Cm, W, CH); 3.30(m, 2H, CH 2 ); 
1.42Cs, 9H, CGO,Q 0 

MS/LC: sft^mi 421.2; rn/z=422.20W0 o 
[0 0 3 7] 

C2S)-2-[Ctert-rN^^*;v^;i/)7 5 7 )]-3-C4-7^ -;v-lH->f * y-f- 
[0 0 3 8] 
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[0 0 4 0] 

(3S)-3-C4-7 ^^;u-lH-^ ~ $ry- ;y-2-^ ;v)-3-y £jy -yp^ > > yji^r 




(51} 003-5 18011 

MIRC H, 400MHz, DMS0d6) : 9.2lQSj^S, 2H, NH); 8.03-7 i28(m, ^JgH, 
11H); 5.10CS, 1H, OCHPh); 5.04(m, 1H, CH); 3.6lCdd, Hi, Qi 2 , 3D=9 Hz, 
23=17 -0 Hz); 3.39(dd, 1H, Qi lf 3J=5.5 Hz, 2J=17.0 Hz) Q 
IVE/CC : §f #jj|f NMi.321.2j m/z=322.ICW+K) 0 
[0 0 4 1] 

C3S)-3-C4- 7 x - ;v )-lH-^ = ^y- ;v-2->f ;v-3~7 $ y -y tr ^ > v * 

t o v> T12^ t t TO P L T T ttLOitfr® * fi& L *:« 
[0 0 4 2] 
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N-7 JV^/HtBUS 
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ya h ? * L .< ? D . * * * > Xli t- h 5 p n 7 5 7 )u 

y *^v^ffl^T7 7'7^A?D? h^^-icj; »>ii«ftr*^xttwjftiat 

[0 0 4 4] 



^2 003-5 180 1 1 




Siiti^T^KLfco ^>-e, NaBHCCAc^ (4.73g : 2 £3>£2H|;L/co £j20 

k£ «? # *! * ^ V. * £**JH V* T 7 ? ^^0?^5 7 
feyHj^tl<?>BT#?bC3.08 g ; jfcs£66%) 0 

MUR^H, 400 MHz, CDC1,) ; 7.62-7.04Cm, 15H, ^#^H, NH); 5.18(s, 2H, 
OCHJ; 3.87-3.e9(AB, 2H, Oi 2 NH, 23 AB =13 Hz); 3.38Cdd, 3H, CHNH, 
33=4-5 Hz, 23=8.5 Hz); 2.98(m, 1H, CHCH); 2.880*. 1H, CH,CH); 2.17(pi, 
1H, CH,); 1.970n, 1H, OU, 

NB/LC: fj-jfljt * w = 431 -2; in/z=432.20^); iVz=430.8(H+H); o 
10 0 4 5] 

(2S)-^-C4-7 x ~ n^-ifW 3 yv- ;v-2-w ;iO~2-[<3-^ x - )V* * ;v)r ^ 
MettftHttft) *MLfc. 
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W 0) 

X=0X«S ; n=0 

^#^rxtt¥#tLT-e, -jfts« R4 -ncx Rtytf&mtZn-fcjZ.CX) 



(57) #&2 0 0 3-5 1 8 0 1 1 

A K X S frX h tlZ mj&U&%> KM iL if 7 3 J * * )\> # ■) x ? V 
f 0 0 4 8 1 

[0 04 9] 




+ CSa + FW-NK, *- R4~N= 



n h ^jg^ ^ L < fir >5 'c >*n vXlii? * d u ^ ^> ^ ~ 
[0 0 5 03 
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55*200 3-5 1 801 1 




N-^* u ^WV* 3 K N-pt ^JV# y * f - 1/ ?«|g (7.8 g > 1. lg 

P> MEET T'40t: l/C^ iD t £ -f V * 7 * - h 

hWRCH, 400 Mft, CDCU; 3.50(t, 2H); 2.2A(X t 2H), 2.20Cs, &0, 1.68(q, 
2H), 1.50-1.31Cm,6H) o 

[0 0 5 1] 




fm2 0 0 3-5 18011 




NO* 



->-2->f /i/)y* v»;VC93 mg; i ^a)£W(2rnT)fcg^L*?#?i£t::, 

9 * * V > Jjf £ (Novabiochemft^ ^Xf I?® a 3 .2mnol/g, 125mg % 2 ^ 

40-cx-iSj6ll^l*l LfcCs;* u cm ? ^ 1 vmim&K. * *) 5S*JSO h 'J x^;ut 
?07>^^7^ (WiStiftE^^/^-/^^ 9 : l) e J: 

NMRCH, 400 l*iz, CDC1,) ; 8.24-7.090^ 17H, ^#^H, NH); 5.88, 4.64CAB, 
2H, QtN, 2\„=15 Hz); 3.38Cdd, iH, <H, 3J=3.0 Hz, 23=8.5 Hz); 2.92(m, 
2H, CH.CH); 2.74Cm, IH. QO; 2.24<jn, 1H, Qt) 0 
MS/LC ; tfgfft NM= 536.2; m/z = 537.KM*H) 0 
[0 0 5 2] 

C5S)-1-(1H-^ > f?^jv-W P* ^J>)-3-C4-^ > n 7 x - ^)-5-£2-C4-7 x 
- ji^-lH-^f = *ry- ;V-2-^f jOx?-*!-^;** V-4->f 5 yV> 
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MR<?H, 400 Hfe, CDCU : 7.75-6.990n, 17H, ^^H, NH); 5.25, 4.44(AB, 
2H, CH,N, 3 AB =15 Hz); 3.77(m, DH, 00; 2.92(m, 1H, 01,00; 2.8S(rn, 1H, 
a^CH); 2.72Cm, 1H, G0; 2.17(m, 1H, OU 0 
K/LC: ftgfll IW= 543.2; Wz= 544.2(M*H) 0 
[0 0 5 5] 

C5S)-i-OH-^ > K- ;V-3-<< ;]/ / ^ ;i/)-5-[2-C4-7 ~ ^^2H->f $ ^-2 
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XX ^Xf 
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[0 0 5 7] 
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X=OXl±S ; n- 0 

^ "easts u awas-asft^iitKj:-,^ ^^o^-emiirscii 

[0 0 5 8] 
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[0 0 5 9] 




(3S)-3-[(lH-.f y JU-^j JUJ *)\>^T < J >3-C4- 7 ^ - /U-lH-yf ^ ^ y 

/'v7*> 8 : 2) CJ:D|RSi-*-*ifcCJ:»K ^Lfc*[^££*(72mg; 

IWH, 400 MHz, CDC1,) ; 2^SW>T Nu -■?&&ft<DM&® ; 8.69-6.450*, 
^ NH); 6.42, 4.89CAB, 1H, CH, , J A ,=d4,5 Hz); 5.78, 5.42CAB, 

^. CH,, 3 A9 =14.5Hz); 4.99Cm, OH, CH); 4.41-4. 36(jn, 1H, CH,); 4.20-4.11 
Cm, 1H, CH,); 3.49, 2.94(AB, 1H, C^CO, J AB =16 Hz); 3,28, 2.80(AB, 1H, 
CHC30, \ B =16 Hz); 1.520n, 1H, CH 2 ); 1.400n, 1H, CH,); 0.76, 0.62Qm, 
3H. <H) G 



#$2 00 3-5 180 1 1 

MS/LC ; Mv1= 443.2 ; m/z= 444.2(M+d) 0 

[0 0 6 0] 

1:'?*^?? Tf^.t.f ^.^ 2 M.^!5i.f.^i:) **aiu 
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